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Period for Reply 



A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 136(a) In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If the period for reply specified above is less than thirty (30) days, a reply within the statutory minimum of thirty (30) days will be considered timely. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 133). 
Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1.704(b). 

Status 

1 )[X] Responsive to communication(s) filed on 14 July 2004 . 
2a)D This action is FINAL. 2b)[X] This action is non-final. 

3) Q Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 11, 453 O.G. 213. 

Disposition of Claims 

4) [x] Claim(s) 1-49 is/are pending in the application. 

4a) Of the above claim(s) 1-4,15-38,40,41 and 43-49 is/are withdrawn from consideration. 

5) Q Claim(s) is/are allowed. 

6) [X] Claim(s) 5-14,39 and 42 is/are rejected. 

7) D Claim(s) is/are objected to. 

8) D Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) [x] The specification is objected to by the Examiner. 

10)D The drawing(s) filed on is/are: a)Q accepted or b)D objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1 .85(a). 

Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121(d). 
1 1 )□ The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PTO-152. 

Priority under 35 U.S.C. § 119 

12)D Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 119(a)-(d) or (f). 
a)D All b)D Some * c)Q None of: 

1 Certified copies of the priority documents have been received. 

2. Q Certified copies of the priority documents have been received in Application No. . 

3. Q Copies of the certified copies of the priority documents have been received in this National Stage 

application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 
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DETAILED ACTION 

This is the First Office Action on the Merits of the Application filed 29 November 2001, 
which claims benefit of US patent application 10/035,568 filed 22 October 2001, and US 
Provisional applications 60/242,485 filed 23 October 2000, 60/263,339 filed 2 January 2001 and 
60/264,850 filed 29 January 2001 . The preliminary amendment filed 8 October 2002 has been 
entered. Claims 1-49, as originally filed, are pending in the application. 

Election/Restrictions 

Applicant's election with traverse of Group II (claims 5-14, 39 and 42) and SEQ ID NO: 
5 1 in the reply filed on 1 4 July 2004 is acknowledged. The traversal is on the ground(s) that 
examination of all of the Groups in a single application would not impose an undue burden on 
the Office. 

With regard to the subject matter of Groups I-X, this is not found persuasive for the 
following reasons: 

Searching the polypeptide of Group 1 with the polynucleotide of Group II would impose a 
serious burden because the subject matter embraced by the groups is not coextensive. First, the 
Inventions of Groups 1 and II are separately classified, which is prima facie evidence of the 
additional burden imposed by searching both inventions together. Furthermore, a search of the 
nucleic acid and polypeptide sequences must be performed in separate databases and a 
determination that the nucleic acid of Group II is patentable cannot be taken as evidence for the 
patentability of the polypeptide of Group I, and vice versa. A search for the polypeptide of Group 
I would not reasonably embrace the subject matter of Group II because the art might disclose the 



Application/Control Number: 09/997,425 Page 3 

Art Unit: 1636 

polypeptide without disclosing a nucleic acid sequence encoding the polypeptide. Given the 
degeneracy of the genetic code and the fact that the claims of Group II recite specific 
embodiments of nucleic acids encoding the polypeptides, rather than being generic to any nucleic 
acid encoding the polypeptide, a disclosure of a polypeptide according to Group I does not 
render obvious the full scope of Group II (i.e., the specific nucleic acid sequences recited in the 
claim). Likewise, a search of the art for the polynucleotide of Group II would not reasonably 
embrace the full scope of the subject matter of Group I because the art might disclose the 
polypeptide sequence determined by direct amino acid sequencing, without a disclosure of the 
nucleic acid sequence. Therefore, a determination that either Group is free of the art does not 
adequately support patentability of the other Group and an additional search is required to 
establish patentability. 

Likewise, searching the antibody of Group III with the polypeptide of Group I or nucleic 
acid of Group II would impose a serious burden on the office. Again, the Inventions are 
separately classified, which is prima facie evidence of the additional burden imposed by 
searching both inventions together. Furthermore, a determination that the antibody of Group III 
is free of the art does not adequately support patentability of the claimed protein or nucleic acids 
and vice versa. Because the art might disclose the protein or nucleic acid independently of an 
antibody that binds to the polypeptide or polypeptide encoded by the nucleic acid, and because 
an antibody that binds to the polypeptide of Invention I or encoded by the nucleic acid of 
Invention II might be disclosed in the absence of a disclosed polypeptide or nucleic acid 
sequence, determining patentability of Group III requires additional searching beyond what is 
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required for Group I or Group II, and determining patentability of Group I and Group II requires 
searching beyond a search for the subject matter of Group III. 

At least for the reasons set forth above regarding the products, a method of making or 
using the product of Group I versus the product of Group II versus the product of Group III 
cannot be searched coextensively. Therefore, searching the methods of making and using each of 
the distinct products in a single application imposes a serious burden on the Office. 

Finally, although the Office has acknowledged that in the event a product claim is 
deemed allowable determining patentability of the methods of making and using the product 
does not impose an undue burden, in the instant case the elected product is not patentable. 
Therefore, a determination of whether each method of making and using the product is 
patentable over the art is based upon the particulars of the method and not on the product made 
by or used in the method. As a search of a method of determining the amount or presence of a 
nucleic acid according to Group V would not reasonably encompass a method of treating or 
preventing a pathology according to the method of Group X and vice versa, examining the 
methods together in a single application imposes a serious additional burden. However, as stated 
in the restriction requirement, where applicant elects claims directed to the product, and a 
product claim is subsequently found allowable, withdrawn process claims that depend from or 
otherwise include all the limitations of the allowable product claim will be rejoined in 
accordance with the provisions of MPEP § 821.04. 

Applicant additionally argues that the antibodies of Group III are not independent of the 

polypeptide of Group I. This was acknowledged in the restriction requirement, which states: 

"The polypeptide of Inventions I is related to the antibody of Invention III by 
virtue of binding affinity. Although the polypeptides and antibodies are related 
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since the antibody binds to the polypeptide and can be raised by immunization 
with the polypeptide, they are distinct inventions because they are physically and 
functionally distinct chemical entities, and the antibody can be made obtained by 
another and materially different process, such as by purification from a natural 
source or by immunization with chemically synthesized peptides. Further, the 
polypeptide may be used for processes other than the production of the antibody, 
such as a standard in an assay for the presence of the protein." (emphasis added). 

Thus, the basis of the restriction requirement is that the Groups are directed to "distinct" 
inventions. "The law has long been established that dependent inventions (frequently termed 
related inventions) such as used for illustration above may be properly divided if they are, in fact, 
'distinct' inventions, even though dependent." MPEP 802.01. 

Applicant's arguments have been fully considered but are not deemed persuasive either 
individually or as a whole; therefore, he requirement is still deemed proper and is therefore made 
FINAL. 

However, with regard to the nucleic acid encoding a polypeptide set forth as SEQ ID NO: 
22, 24, 26, 28, 30, 32, 34, 36, 38, 40, 42, 44, 46, 48, 50, 52, 54 and 56, Applicant's assertion that 
the nucleic acids are distinct species of the same invention is found persuasive. Currently, claim 
5 is generic. Upon the allowance of a generic claim, applicant will be entitled to consideration of 
claims to additional species which are written in dependent form or otherwise include all the 
limitations of an allowed generic claim as provided by 37 CFR 1.141 . If claims are added after 
the election, applicant must indicate which are readable upon the elected species. MPEP § 
809.02(a). 

Claims 1-4, 15-38, 40, 41 and 43-49 are withdrawn from further consideration pursuant 
to 37 CFR 1.142(b), as being drawn to a nonelected invention, and nucleic acids limited to 
encoding polypeptides comprising SEQ ID NO: 2, 22, 24, 26, 28, 30, 32, 34, 36, 38, 40, 42, 44, 
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46, 48, 50, 54 or 56, are withdrawn from further consideration pursuant to 37 CFR 1.142(b), as 
being drawn to a nonelected species, there being no allowable generic or linking claim. Claims 
5-14, 39 and 42 and a nucleic acid encoding SEQ ID NO: 52 are presently under consideration. 



Priority 

Applicant has not complied with one or more conditions for receiving the benefit of an 
earlier filing date under 35 U.S.C. 1 19(e) and 120 as follows: 

The later-filed application must be an application for a patent for an invention which is 
also disclosed in the prior application (the parent or original nonprovisional application or 
provisional application); the disclosure of the invention in the parent application and in the later- 
filed application must be sufficient to comply with the requirements of the first paragraph of 35 
U.S.C. 1 12. See Transco Products, Inc. v. Performance Contracting, Inc., 38 F.3d 551, 32 
USPQ2d 1077 (Fed. Cir. 1994). 

In the instant case, the priority applications do not disclose a nucleic acid encoding the 
elected SEQ ID NO: 52. Thus, there is neither explicit nor implicit support for the elected species 
in the parent applications sufficient to comply with the requirements of the first paragraph of 35 
U.S.C. 112. The claims will be afforded an effective filing date of 29 November 2001 (i.e., the 
filing date of the present application). 



Specification 

The disclosure is objected to because of the following informalities: 



Application/Control Number: 09/997,425 Page 7 

Art Unit: 1636 

The priority claim, which was amended on 8 October 2002 to include the serial number 
of the '568 application, does not indicate the relationship of the non-provisional application to 
the instant application. It would seem that the present application is a continuation-in-part of 
the'568 application and the first line of the specification should be amended accordingly. 

The title of the invention is not descriptive. A new title is required that is clearly 
indicative of the invention to which the claims are directed. 

The disclosure is objected to because it contains an embedded hyperlink and/or other 
form of browser-executable code (e.g., at page 13, line 19 and page 15, line 7). Applicant is 
required to delete the embedded hyperlink and/or other form of browser-executable code. See 
MPEP § 608.01. 

The disclosure contains a number of typographical errors (e.g., page 38, line 6 reads, 
"60% percent" and there are boxes where there should presumably be Greek letters at page 113, 
line 31). Applicant is urged to carefully review the disclosure and correct any typographical 
errors. 

Appropriate correction is required. 

Claim Construction 

The following is a description of how certain claim limitations are construed by the 
Examiner in light of the teachings of the specification. 

The limitation "mature form", appearing in claim 5, is defined in the paragraph bridging 
pages 39-40 of the specification as "the product of a naturally occurring polypeptide or precursor 
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form or proprotein." Although the specification provides some examples of how a "mature form" 
of a polypeptide might be produced, these are explicitly identified as "nonlimiting". Therefore, 
the broadest reasonable interpretation of "mature form" according to the description provided 
encompasses a product of a naturally occurring polypeptide produced by any means. For 
example, the claim reads on a nucleic acid encoding any degradation product of the naturally 
occurring polypeptide. 

The limitation "variant", appearing in claims 5-7, is understood based on the discussion 
in the first paragraph on page 38 as encompassing a protein "any of whose residues may be 
changed from the corresponding residue shown in Table IB while still encoding a protein that 
maintains its endozepine-related protein precursor-like activities and physiological functions, or 
a functional fragment thereof. In the mutant or variant protein, up to about 60% percent [sic] of 
the residues may be so changed." 

The limitation "stringent conditions", appearing in claim 10, is understood according to 
the discussion in the first full paragraph on page 46 to encompass hybridization under conditions 
of any stringency known in the art (i.e., very low, low, high, etc.). 

Claim 1 1, part (a) recites "a first nucleotide sequence comprising a coding sequence 
differing by one or more nucleotide sequences from a coding sequence. . ." (emphasis added). 
Given the plural "sequences" the claim is understood to require a difference in two or more 
contiguous nucleotides. 



Claim Objections 
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Claim 10 objected to because of the following informalities: The preposition "of should 
be inserted between "consisting" and "SEQ ID NO" in lines 2-3 of the claim. Appropriate 
correction is required. 



Claim Rejections - 35 USC §101 

35 U.S.C. 101 reads as follows: 

Whoever invents or discovers any new and useful process, machine, manufacture, or composition of matter, or 
any new and useful improvement thereof, may obtain a patent therefor, subject to the conditions and 
requirements of this title. 

Claims 5-14, 39 and 42 are rejected under 35 U.S.C. 101 because the claimed invention is 

not supported by either a specific and substantial asserted utility or a well-established utility. 

The pending claims have been reviewed in light of the Utility Examination Guidelines and 
Guidelines for Examination of Patent Applications under 35 U.S.C. §112, first paragraph, "Written 
Description" Requirement, Federal Register, Vol. 66, No. 4, pages 1 092-1 111, Friday, January 5, 
2001 

The Examiner is using the following definitions in evaluating the claims for utility. 

"Specific"-A utility that is specific to the subject matter claimed. This contrasts with a 
general utility that would be applicable to the broad class of the invention. 

"Substantial"-A utility that defines a "real world" use. Utilities that require or constitute 
carrying out further research to identify or reasonably confirm a "real world" context of use are not 
substantial utilities. 

"Credible"- Credibility is assessed for the perspective of one of ordinary skill in the art in 
view of the disclosure and any other evidence of record that is probative of the applicant's 
assertions. That is, the assertion is an inherently unbelievable undertaking or involves 
implausible scientific principles. 

"Well-established"-a specific, substantial and credible utility which is well known, 
immediately apparent, or implied by the specification's disclosure of the properties of a material 
alone or taken with the knowledge of one skilled in the art. 
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The claimed subject matter is not supported by either a specific or substantial asserted 
utility because the disclosed utilities are generally applicable to a broad class of molecules and 
the specification fails to set forth the unique properties of the claimed invention such that the 
skilled artisan would recognize a specific real-world utility therefor. 

The claims are directed to an isolated nucleic acid encoding a mature form of a 
polypeptide set forth as SEQ ID NO: 52, identified as NOV2q, and variants thereof. Claims are 
also directed to vectors and host cells and pharmaceutical compositions comprising said nucleic 
acids. 

In the first paragraph on page 3 1 , the specification teaches that the NOV2a and its 
variants, such as the claimed NOV2q, are "endozepine-related protein precursor-like proteins" 
and novel members of the endozepine-related protein precursor-like protein family, and asserts 
utility "in potential therapeutic applications implicated in various pathologies and disorders 
described and other pathologies and disorders related to aberrant function or aberrant expression 
of these endozepine-related protein precursor-like proteins." The specification variously teaches 
that the claimed invention can be used to make a transgenic animal (page 77-79), to make a 
pharmaceutical composition (page 80-83), can be applied as a therapeutic in gene therapy 
applications (page 83, lines 15-16), can be used to develop various pharmaceuticals (page 83-89 
and 99), can be used in chromosome mapping (page 90), can be used to identify individuals from 
a minute biological sample (page 92) and can be used in predictive medicine to diagnose and 
treat a wide variety of conditions (page 93 and 103). However, none of the teachings with regard 
to the asserted utilities are specific to the claimed invention. Instead, they are generic recitations 
of what essentially any nucleic acid might be used for, or are based on unsubstantiated properties 
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of the nucleic acid. The specification provides no description of the uniquely useful properties of 
a transgenic animal made with the claimed invention, discloses no specific population of 
individuals that can be identified using the claimed invention and provides no specific teaching 
as to which diseases within the broadly divergent set of conditions contemplated might actually 
be diagnosed or treated using the invention or reagents developed therewith. Thus, the asserted 
utilities are not specific. 

Furthermore, even if a specific utility were among those set forth in the specification, 
identifying or reasonably confirming a "real world" context of use for the claimed nucleic acid 
would clearly require additional experimentation. The only basis for the utilities asserted for the 
claimed invention, beyond its being a nucleic acid encoding a protein, is the structural similarity 
of the NOV2q polypeptide encoded by the claimed nucleic acid to a protein known in the art as 
"membrane-associated diazepam binding inhibitor" or MA-DBI (i.e., approximately 83% 
identical based on the BLAST results for NOV2a provided on page 14-15); however, on page 3 1 , 
line 34, the specification teaches that the function of MA-DBI is unknown. It is noted that, 
although the table on page 15 also indicates a higher degree of homology with polypeptides 
disclosed in a PCT application which names inventors in common with the instant application 
(i.e., WO0078802) and a "hypothetical 31 .5kDa protein", the asserted function for the 
polypeptide disclosed in the PCT application is also based on similarity to MA-DBI and the 
function of the hypothetical protein is unknown. 

In the third paragraph on page 31, NOV2q is also assigned to the Acyl-CoA-binding 
protein family and the specification provides that this family includes, in addition to MA-DBI, 
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the mouse endozepine-like peptide and human DRS 1, another protein of unknown function 
(page 3 1 , lines 35-36). The specification identifies a region of NOV2q having homology to acyl- 
CoA-binding protein/diazepam binding inhibitor (DBI; Table 12E, page 15), a small protein 
having a number of physiological and biochemical functions (pages 32-37). However, Todaro et 
al. (1991) Neuropharmacology 30: 1373-1380 teaches that although MA-DB1 has significant 
homology with the acyl-CoA-binding domain of DBI, the region of DBI that gives rise to the 
biologically active octadecaneuropeptide has low homology (see especially the second column 
on page 1375). Therefore, although MA-DBI is likely to bind acyl-CoA, it is unlikely to have the 
same neuromodulatory effects as DBI, and Todaro et al. teach that, as of 1991, the function of 
MA-DBI was unknown (paragraph bridging pages 1375-1376), which is acknowledged in the 
instant specification to still be the case as of the effective filing date of the application (Id ). 
Thus, the function of the claimed invention is based on similarity to proteins whose function is 
acknowledged to be unknown. 

Furthermore, even if the function of MA-DBI were known, the art generally 
acknowledges that function cannot be predicted based solely on structural similarity to a protein 
found in the sequence databases. For example, Skolnick et al. (2000) Trends Biotechnol. 18:34- 
39 teach that knowing the protein structure by itself is insufficient to annotate a number of 
functional classes, and is also insufficient for annotating specific details of protein function (see 
Box 2, page 36). Similarly, Bork (2000) Genome Res. 10:398-400 teaches that the error rate of 
functional annotations in the sequence database is considerable, making it even more difficult to 
infer correct function from a structural comparison of a new sequence with a sequence database 
(see especially page 399). Smith et al. (1997) Nature Biotechnol. 15:1222-1223 teaches, 
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"[tjypical database searching methods are valuable for finding evolutionarily related proteins, but 
if there are only about 1000 major superfamilies in nature, then most homologs must have 
different molecular and cellular functions" (second column on page 132). These teaching 
demonstrate the unpredictability of assigning protein function based on structure alone. 

As the functional characteristics of the claimed nucleic acid are unknown and there is no 
established link between the claimed invention and any particular disease state or specific 
identifiable population, it would clearly require substantial experimentation to reasonably 
identify or confirm a "real world" context of use for the claimed invention. Thus, the asserted 
utilities are not substantial. 

Finally, as the art also fails to teach a specific useful characteristic of the claimed 
invention, or any closely related nucleic acid, such that a specific and substantial utility for the 
claimed invention would be readily apparent, the skilled artisan would not recognize a patentable 
utility which is well known, immediately apparent, or implied by the specification's disclosure of 
the properties of a material alone or taken with the knowledge of one skilled in the art. 

Applicant should explicitly identify a specific and substantial credible utility for the 
claimed invention and establish a probative relation between any evidence of record and the 
originally disclosed properties of the claimed invention. 

Claim Rejections - 35 USC § 112 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 
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Claims 5-14, 39 and 42 are rejected under 35 U.S.C. 1 12, first paragraph, as failing to 
comply with the written description requirement. The claim(s) contains subject matter which 
was not described in the specification in such a way as to reasonably convey to one skilled in the 
relevant art that the inventor(s), at the time the application was filed, had possession of the 
claimed invention. 

Vas-Cath Inc. v. Mahurkar, 19USPQ2d 1111, clearly states that "applicant must convey 
with reasonable clarity to those skilled in the art that, as of the filing date sought, he or she was 
in possession of the invention. The invention is, for purposes of the 'written description' inquiry, 
whatever is now claimed" (See page 1117.) The specification does not "clearly allow persons of 
ordinary skill in the art to recognize that [he or she] invented what is claimed." (See Vas-Cath at 
page 1116). 

In the instant case, claims are directed to a nucleic aid encoding variants of the 
polypeptide sequence set forth as SEQ ID NO: 52, wherein a variant is a polypeptide whose 
residues may be changed from the disclosed sequence while still encoding a protein that 
maintains its endozepine-related protein precursor-like activities and physiological functions, or 
a functional fragment thereof (Id.). In claims 6 and 7, the variant is limited to being a naturally 
occurring allelic nucleic acid variant or a naturally occurring polypeptide variant. Thus, the 
variant of the claims is generic to a structurally divergent set of nucleic acid molecules encoding 
any polypeptide having up to about 60% of the amino acids changed relative to the disclosed 
amino acid sequence, or fragment thereof, and retaining some unspecified endozepine-related 
protein precursor-like activity. 
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The Guidelines for Written Description state: "when there is substantial variation within the 
genus, one must describe a sufficient variety of species to reflect the variation within the genus" 
(Federal Register, Vol. 66, No. 4, Column 3, page 1 106). "The written description requirement for a 
claimed genus may be satisfied through sufficient description of a representative number of species by 
actual reduction to practice. . ., reduction to drawings. . ., or by disclosure of relevant, identifying 
characteristics, i.e., structure or other physical and/or chemical properties, by functional characteristics 
coupled with a known or disclosed correlation between function and structure, or by a combination of 
such identifying characteristics, sufficient to show the applicant was in possession of the claimed 
genus" (MPEP §2163(3)(a)(ii)). 

In the instant case, although several naturally occurring sequence variants of the claimed 
invention are disclosed in the application (i.e., nucleic acids encoding SEQ ID NO: 2, 22, 24, 26, 
28, 30, 32, 34, 36, 38, 40, 42, 44, 46, 48, 50, 54 and 56) the specification fails to disclose which 
of the sequence variants actually have endozepine-related protein precursor-like activities and 
physiological function, which activities and functions are not specifically disclosed in the 
application (Id.). Thus, it is not clear how many of the disclosed species are actually 
representative of the claimed genus of "variants". Furthermore, as stated in MPEP 2163(I)(A), 
"A biomolecule sequence described only by a functional characteristic, without any known or 
disclosed correlation between that function and the structure of the sequence, normally is not a 
sufficient identifying characteristic for written description purposes, even when accompanied by 
a method of obtaining the claimed sequence." In the instant case, the disclosure provides only a 
vague unsubstantiated assertion as to the function of the claimed nucleic acid and no disclosure 
at all of important structural determinants for the endozepine-related protein precursor-like 
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activities and physiological functions. Thus, the skilled artisan could not possibly envision the 
structural determinants of endozepine-related protein precursor-like activities and physiological 
functions such that one would acknowledge Applicant was in possession of the claimed variants 
at the time of filing. 

With regard to naturally occurring allelic variants, the disclosure provides no written 
description for any naturally occurring variants of NOV2q beyond those explicitly disclosed in 
the application. The general knowledge in the art concerning alleles does not provide any 
indication of how the structure of one allele is representative of unknown alleles. The nature of 
alleles is that they are variant structures, and in the present state of the art the structure of one 
does not provide guidance to the structure of others. One of skill in the art would conclude that 
Applicant was not in possession of the claimed genus because a description of any given member 
of the genus, or even multiple species within the genus, provides no support for the structure of 
any species within the genus that is not disclosed. 

CI aims 5-14, 39 and 42 are rejected under 35 U.S.C. 1 12, first paragraph, as failing to 
comply with the enablement requirement. The claim(s) contains subject matter which was not 
described in the specification in such a way as to enable one skilled in the art to which it pertains, 
or with which it is most nearly connected, to make and/or use the invention. 

First, since the claimed invention is not supported by either a specific and substantial 
asserted utility or a well established utility for the reasons set forth above, one skilled in the art 
clearly would not know how to use the claimed invention. 
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Furthermore, even if Applicant could identify a specific and substantial asserted utility, 
using the claimed invention for any of the purposes set forth in the specification would require 
undue experimentation. 

There are many factors to be considered when determining whether there is sufficient 
evidence to support a determination that a disclosure does not satisfy the enablement requirement 
and whether any necessary experimentation is "undue." These factors include, but are not 
limited to: (a) the nature of the invention; (b) the breadth of the claims; (c) the state of the prior 
art; (d) the amount of direction provided by the inventor; (e) the existence of working examples; 
(f) the relative skill of those in the art; (g) whether the quantity of experimentation needed to 
make or use the invention based on the content of the disclosure is "undue"; and (h) the level of 
predictability in the art (MPEP 2164.01 (a)). 

Nature of the invention and Breadth of the claims: The claims are directed to an isolated 
nucleic acid encoding a mature form of a polypeptide set forth as SEQ ID NO: 52, identified as 
NOV2q, and variants thereof. Claims are also directed to vectors and host cells and 
pharmaceutical compositions comprising said nucleic acids. As discussed above, the claims 
broadly encompass nucleic acids encoding polypeptides of substantial structural diversity. 

State of the prior art and level of predictability in the art: As described above, the closest 
art discloses a nucleic acid encoding a polypeptide that is approximately 85% identical to the 
instant SEQ ID NO: 52. However, the art fails to teach any specific and substantial useful 
property for the nucleic acid disclosed therein. In fact, the art teaches that the function of the 
related protein is unknown (Todaro et al; supra) and this acknowledged in the instant 
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specification. Thus, the art does not suggest any particular useful property shared by any protein 
having 85% identity with the protein disclosed therein or nucleic acid encoding the protein. 
Furthermore, art does not suggest any therapeutic or diagnostic utility for an MA-DB1, let alone 
a nucleic acid encoding a protein having limited structural similarity to an MA-DBI. Thus, the 
skilled artisan is fully dependent upon the teachings of the instant application to provide a 
written description of the manner and process of using the invention in such full, clear, concise, 
and exact terms as to enable any person skilled in the art to which it pertains, or with which it is 
most nearly connected, use the same without undue experimentation 

Amount of direction provided by the inventor and existence of working examples: As 
described above, the specification variously teaches that the claimed invention can be used to 
make a transgenic animal, to make a pharmaceutical composition, can be applied as a therapeutic 
in gene therapy applications, can be used to develop various pharmaceuticals and can be used in 
predictive medicine to diagnose and treat a wide variety of conditions. However, the 
specification fails to provide information fundamental to practicing any of the asserted utilities. 
Although, the specification provides detailed instruction regarding how to make a transgenic 
animal, which is routine in the art, there is no guidance as to the useful properties of the 
transgenic animal. Thus, the skilled artisan must resort to experimentation to discover how to use 
the transgenic animal. The specification provides detailed guidance regarding how one might 
make and administer a pharmaceutical composition comprising the claimed invention or a 
pharmaceutical identified using the claimed invention. However, the specification omits critical 
teachings such as which pharmaceutical composition {i.e., nucleic acid, antibody, agonist or 
antagonist) should be administered, which patient population should be treated and an effective 
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dosage and route of administration. Each of these parameters would have to be established 
experimentally before any pharmaceutical composition comprising the invention or identified 
using the invention could be used. Likewise, any diagnostic utility for the claimed invention 
would have to be established experimentally because the specification fails to teach what, if any, 
condition could be diagnosed using the invention or diagnostics developed using the claimed 
invention, and fails to teach what indicators (i.e., increased expression, decreased expression, 
point mutation, etc.) are diagnostic of any condition. Thus, even if a specific and substantial 
utility can be found in the specification, the disclosure fails to provide a written description of 
the maimer and process of using the invention in such full, clear, concise, and exact terms as to 
enable the skilled artisan to use the same without undue experimentation. 

Relative skill of those in the art and quantity of experimentation needed to make or use 
the invention: Although the relative level of skill in the art is high, the skilled artisan would not 
be able to apply the instant invention in a specific "real world" utility without first engaging in 
undue experimentation. As described above, the art fails to teach any functional properties or any 
specific or substantial utility for an MA-DBI, and the instant specification provides only broad 
outlines of potential uses for the claimed invention. Given no more than what is available in the 
art, the skilled artisan would have to engage in undue empirical experimentation to reasonably 
establish a substantial research, diagnostic or therapeutic use for the claimed invention or any 
agent identified using the claimed invention. Therefore, the disclosure fails to enable the claimed 
subject matter. 



The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 
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The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 

Claims 5-7, 10-14, 39 and 42 are rejected under 35 U.S.C. 1 12, second paragraph, as 
being indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. 

Claim 5, parts (e) and (f) are indefinite. The claims read as follows: 

"An isolated nucleic acid molecule comprising a nucleic acid sequence encoding a 
polypeptide comprising an amino acid sequence selected from., .(e) a nucleic acid fragment 
encoding at least a portion of a polypeptide...", and, "An isolated nucleic acid molecule 
comprising a nucleic acid sequence encoding a polypeptide comprising an amino acid sequence 
selected from...(f) a nucleic acid molecule comprising a complement of (a), (b), (c), (d) or (e)." 

The claims read as though the nucleic acid molecule encodes a polypeptide comprising 
an amino acid sequence that is a nucleic acid. Furthermore, a nucleic acid molecule encoding a 
complement of a nucleic acid encoding a given polypeptide would not itself encode a 
polypeptide as recited in the preamble. The metes and bounds of the claimed subject matter are 
unclear because they appear to be inconsistent with the properties of polypeptides and nucleic 
acids. 

Claim 5, part (e) is also indefinite in limiting the nucleic acid to being a fragment without 
indicating the relative whole. A fragment is generally understood to be a part broken off or 
detached from a whole. The meaning of the term is therefore unclear unless the "whole" is 
identified. In other words, it is unclear what distinguishes the nucleic acid fragment of claim 5(e) 
from any other nucleic acid encoding at least a portion of a polypeptide comprising SEQ ID NO: 
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52, especially in light of the fact that a fragment encoding the entirety of SEQ ID NO: 52 is still 
within the scope of the claim. i 

Claims 6, 7, 10-14, 39 and 42 are indefinite insofar as they depend from claim 5. 



Double Patenting 

The nonstatutory double patenting rejection is based on a judicially created doctrine 
grounded in public policy (a policy reflected in the statute) so as to prevent the unjustified or 
improper timewise extension of the "right to exclude" granted by a patent and to prevent possible 
harassment by multiple assignees. See In re Goodman, 1 1 F.3d 1046, 29 USPQ2d 2010 (Fed. 
Cir. 1993); In re Longi, 759 F.2d 887, 225 USPQ 645 (Fed. Cir. 1985); In re Van Ornum, 686 
F.2d 937, 214 USPQ 761 (CCPA 1982); In re Vogel, 422 F.2d 438, 164 USPQ 619 (CCPA 
1970); and, In re THorington, 418 F.2d 528, 163 USPQ 644 (CCPA 1969). 

A timely filed terminal disclaimer in compliance with 37 CFR 1 .321(c) may be used to 
overcome an actual or provisional rejection based on a nonstatutory double patenting ground 
provided the conflicting application or patent is shown to be commonly owned with this 
application. See 37 CFR 1 . 1 30(b). 

Effective January 1 , 1 994, a registered attorney or agent of record may sign a terminal 
disclaimer. A terminal disclaimer signed by the assignee must fully comply with 37 
CFR 3.73(b). 

Claims 5-14 are provisionally rejected under the judicially created doctrine of 
obviousness-type double patenting as being unpatentable over claims 20-28 of copending 
Application No. 10/287,971 . Although the conflicting claims are not identical, they are not 
patentably distinct from each other because the claims of the '971 application anticipate the 
claims of the instant application. 

Claims 20-25 of the '971 application are directed to nucleic acids comprising a sequence 
selected from SEQ ID NO: 2n-l, wherein n is an integer between 1 and 141 . When n=139, the 
claim is directed to a nucleic acid sequence that is 100% identical the instant SEQ ID NO: 51; 
when n=138, the claim is directed to a sequence that is 99.8% identical to SEQ ID NO: 51; when 
n=135 or 136, the claim is directed to a sequence that is 99.4% identical to SEQ ID NO: 51; and 
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when n=131, the claim is directed to a sequence that is 99.1% identical to SEQ ID NO: 51. The 
nucleic acids claimed in the '971 application anticipate the nucleic acids encoding SEQ ID NO: 
52 and variants and mature forms thereof according to claim 5, 9, 10 and 11, and are naturally 
occurring according to claims 6 and 7 (see especially the first paragraph on page 4). 
Furthermore, the nucleic acid claimed in claim 22 of the '971 application anticipates the nucleic 
acid differing by a single nucleic acid from SEQ ID NO: 51 according to the instant claim 8; the 
vector of '971 claims 26 and 27 anticipate the instant claims 12 and 13, respectively; and the cell 
of '971 claim 28 anticipates the instant claim 14. As the claims of the '971 application anticipate 
the claims of the instant application, the subject matter claimed in the instant application would 
be obvious to one of ordinary skill in the art over the claims of the '971 application. 

This is a provisional obviousness-type double patenting rejection because the conflicting 
claims have not in fact been patented. 

Claims 5-14 are directed to an invention not patentably distinct from claims 20-28 of 
application 10/287,971 for the reasons set forth above, which is presumed to be currently 
commonly assigned. Although the assignment data for the '971 application is not presently 
available to the examiner, its status as a continuation-in-part of the instant application suggests a 
common assignee. 

The U.S. Patent and Trademark Office normally will not institute an interference between 
applications or a patent and an application of common ownership (see MPEP § 2302). 
Commonly assigned application 10/287,971, discussed above, would form the basis for a 
rejection of the noted claims under 35 U.S.C. 103(a) if the commonly assigned case qualifies as 
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prior art under 35 U.S.C. 102(e), (f) or (g) and the conflicting inventions were not commonly 
owned at the time the invention in this application was made. In order for the examiner to 
resolve this issue, the assignee can, under 35 U.S.C. 103(c) and 37 CFR 1.78(c), either show that 
the conflicting inventions were commonly owned at the time the invention in this application 
was made, or name the prior inventor of the conflicting subject matter. 

A showing that the inventions were commonly owned at the time the invention in this 
application was made will preclude a rejection under 35 U.S.C. 103(a) based upon the commonly 
assigned case as a reference under 35 U.S.C. 102(f) or (g), or 35 U.S.C. 102(e) for applications 
filed on or after November 29, 1 999. 

Claim Rejections - 35 USC §102 
The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the 
basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(a) the invention was known or used by others in this country, or patented or described in a printed publication in this 
or a foreign country, before the invention thereof by the applicant for a patent. 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public use or on 
sale in this country, more than one year prior to the date of application for patent in the United States. 

Please note, the MPEP 2122 states: "In order to constitute anticipatory prior art, a 
reference must identically disclose the claimed compound, but no utility need be disclosed by the 
reference. In re Schoenwcdd, 964 F.2d 1 122, 22 USPQ2d 1671 (Fed. Cir. 1992)" (emphasis 
added). Thus, although the art cited herein below anticipates the claimed nucleic acid, its citation 
in no way suggests a well-established, enabled utility for the claimed invention. 
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Claims 5-7, 9-14, 39 and 42 are rejected under 35 U.S.C. 102(a) as being anticipated by 
Shimkets et al. (12/28/2000) WO 00/78802. 

Shimkets et al. discloses a nucleic acid comprising a sequence that is 98.6% identical to 
the instant SEQ ID NO: 51 and encodes a polypeptide that is 98.5% identical to the instant SEQ 
ID NO: 52 (see the attached sequence alignments with SEC 12 (SEQ ID NO: 23) of Shimkets et 
al). The nucleic acid of Shimkets et al. anticipates the nucleic acid encoding a mature form, 
variant or fragment of the instant SEQ ID NO: 52 according to claims 5, 9, 10 and 11. 
Furthermore, the nucleic acid of Shimkets et al. is naturally occurring according to claim 7 (see 
especially the final paragraph on page 85) and given the very high degree of similarity (6 
mismatches over 1608 nucleotides), absent evidence to the contrary, one of ordinary skill would 
conclude that the disclosed sequence is an allelic variant according to claim 6. In the section 
entitled "SECX Recombinant Expression Vectors and Host Cells" beginning on page 42, 
Shimkets teaches a vector and host cell comprising the disclosed nucleic acid according to claims 
12-14, and in the section entitled "Pharmaceutical Compositions" beginning on page 49, 
Shimkets teaches a pharmaceutical composition and kit comprising a pharmaceutical 
composition according to claims 39 and 42 (see especially the first full paragraph on page 53). 

The nucleic acids, vector, host cell, phannaceutical composition and kit disclosed by 
Shimkets et al. are the same as those claimed in the instant application. Therefore, the claims are 
anticipated by Shimkets et al. 
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Claims 5, 7, 9-12, 14, 39 and 42 are rejected under 35 U.S.C. 102(b) as being anticipated 
by Webb et al. (1 987) DNA 6:71-79 as evidenced by Sanger et al. (1977) Proc. Natl. Acad. Sci. 
USA 74: 5463-5467. 

Webb et al. discloses a nucleic acid encoding a polypeptide that is 85% identical to the 
instant SEQ ID NO: 52 (see especially Figure 4 B and the attached sequence alignment). The 
nucleic acid anticipates the nucleic acid encoding a mature form, variant or portion of SEQ ID 
NO: 52 according to claim 5, is naturally occurring according to claim 7, anticipates a nucleic 
acid comprising a fragment of SEQ ID NO: 51 according to claims 9 and would hybridize under 
"stringent conditions" to SEQ ID NO: 51 according to claim 10. 

Claim 1 1(a) is directed to a nucleic acid molecule which comprises a nucleotide sequence 
that comprises a coding sequence differing by one or more nucleotide sequences from a coding 
sequence encoding the amino acid sequence encoded by the nucleic acid of claim 5, wherein no 
more than 20% of the nucleotides in the sequence differ from said coding sequence. This is 
understood to encompass any nucleic acid sequence comprising a coding sequence that is at least 
80% identical to the coding sequence of any nucleic acid embraced by claim 5, with the proviso 
that the coding sequence of the claimed nucleic acid must differ from that coding sequence by at 
least two contiguous nucleotides. The nucleic acid of Webb et al., which encodes a polypeptide 
that is 85% identical to the instant SEQ ID NO: 52, and would differ from the coding sequence 
of some nucleic acids within the scope of claim 5 by less than 20% but more than two 
nucleotides and therefore falls within the scope of the claim 11. The nucleic acid of Webb et al. 
also anticipates the fragment of claim 1 1(a) and, because the A.gtl0 vector used to isolate the 
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nucleic acid is double stranded, would comprise the complementary strand according to 1 1(b) as 
well. 

Finally, Webb et al teaches that the nucleic acid was obtained by screening a A.gtl 0 
library and sequenced by the dideoxy chain-termination method (see especially the left column 
on page 72). One of ordinary skill in the art would understand that these methods include 
propagating the nucleic acid comprised within a vector in a host cell and providing the purified 
nucleic acid in water or a buffer, within a container, suitable for the dideoxy chain-termination 
reaction (see the second full paragraph on page 5464 of Sanger et al, which was cited by Webb 
et al ). Therefore, the teachings of Webb et al. anticipate the vector and host cell of claims 12 
and 14. Furthermore, in view of the definition of "pharmaceutically acceptable carrier", provided 
in the first paragraph on page 80, as "any and all solvents., .compatible with pharmaceutical 
administration" the nucleic acid comprised within water or buffer inherent to the dideoxy chain- 
termination method of Webb et al. anticipates the pharmaceutical composition and kit of claims 
39 and 42. 

The nucleic acids, vector, host cell, pharmaceutical composition and kit disclosed by 
Webb et al. are the same as those claimed in the instant application. Therefore, the claims are 
anticipated by Webb et al. 

Conclusion 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Daniel M Sullivan whose telephone number is 571-272-0779. 
The examiner can normally be reached on Monday through Thursday 6:30-5:00. 
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If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Remy Yucel, Ph.D. can be reached on 571-272-0781 . The fax phone number for the 
organization where this application or proceeding is assigned is 703-872-9306. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PATR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 




Daniel M Sullivan, Ph.D. 

Examiner 

Art Unit 1636 
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